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STATEMENT BY THE SECRETARY OF STATE FOR SCOTLAND, 
THE MINISTER OF HEALTH, AND THE MINISTER OF HEALTH 
AND SOCIAL SERVICES, NORTHERN IRELAND 



We welcome this report by the Committee on the Safety of Drugs. The 
Committee was appointed in 1963 by the three Health Ministers of the United 
Kingdom as a body of eminent experts who could apply an independent check 
on the safety of drugs. This was an entirely new function in the United Kingdom 
but in a very short time the Committee has established itself as an important 
safeguard of our nation’s health. 

Since the beginning of 1964, data on all new pharmaceutical products put 
to cliiicial trials or marketed in the United Kingdom has been subject to scrutiny 
by the Committee, and a procedure has been established for monitoring adverse- 
reactions to all drugs, whether new or already in use. The Committee has em- 
phasised that there is no way of ensuring absolute safety of drugs. By its activities, 
however, it ensures that new drugs introduced in the United Kingdom are as 
safe for their purpose as modern medical and scientific knowledge can deter- 
mine, and endeavours to secure that any hazards of drugs in use are discovered 
as soon as possible. 

The Committee is concerned that the checking of all new drugs before they 
are used for patients should not delay the emergence of drugs which could 
speed the recovery of patients or save lives. Thus the Committee not only 
carries out a demanding task with thoroughness, but is under unrelenting 
pressure to deal quickly with the mass of data submitted to it relating to new 
drugs. 

The Committee is to be congratulated on its achievements in its first full year 
of operation. We are aware that all members have devoted a great deal of time 
to its work which is of the greatest importance to the public and the pro- 
fessions as well as to the Departments concerned. This responsibility has been 
undertaken by men who are already heavily engaged in their own professional 
work, and we are glad to express our gratitude to them for their devoted services. 



William Ross. 
Kenneth Robinson. 
W. J. Morgan. 



June, 1965. 
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Queen Anne’s Mansions, 
Queen Anne’s Gate, 
London, S.W.l. 



March, 1965 



Gentlemen, 

I have the honour to present the report of the Committee on Safety of Drugs 
for the year ending 31st December, 1964. Although the committee was set up 
in June 1963 we were engaged until the end of 1963 in making preliminary 
arrangements for the assessment of drugs and it was not until the 1st January, 
1964 that we were able to carry out in full the functions which had been assigned 
to us under our terms of reference. This is therefore our first annual report. 

I would like to emphasise the point which is made in the report that we are 
indebted to members of the medical, dental and pharmaceutical professions 
and the pharmaceutical industry for their co-operation in our work. 

On occasions some of our actions have attracted public attention. My Com- 
mittee would like to recognise the way in which the Press have dealt with our 
activities by reporting them accurately and responsibly. 

On behalf of the Committee I would like to express our appreciation of the 
help given to us by your Departments. Whilst allowing my Committee to act 
within their terms of reference with complete professional independence, your 
Departments have afforded us all the facilities which we have needed to carry 
out our work. 

I am, Gentlemen, 

Your obedient Servant, 

Derrick Dunlop. 



The Minister of Health. 

The Secretary of State for Scotland. 

The Minister of Health and Social Services, Northern Ireland. 
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COMMITTEE ON SAFETY OF DRUGS 



ANNUAL REPORT FOR 1964 

The Committee on Safety of Drugs are given three responsibilities under 
their terms of reference : to advise whether a new drug should be submitted for 
clinical trial; to advise whether a drug should be released for marketing; and 
to study adverse reactions to drugs already in use. The year 1964 was the first 
year in which the Committee carried out the full range of these duties. During 
the latter half of 1963 they had completed their preparatory work and by the 
1st of January, 1964 were in a position to invite submissions on drugs intended 
for clinical trials or about to be released for the market. The Committee had 
also started studies of adverse reactions to drugs by the beginning of the year. 

New Drugs 

The first two of the Committee’s functions may be conveniently referred 
to as relating to the assessment of new drugs but it should be emphasised that 
no matter how meticulous the preparatory work of the pharmacologist and 
clinician may be there is ultimately no substitute for the prolonged experience 
of the use of the drug in practice. The Committee’s consideration of sub- 
missions relating to new drugs, although calling for different procedures, can- 
not be isolated from studies of adverse reactions to drugs after they have been 
marketed. 

During the year, 600 submissions for new drugs were received. In 386 of 
these the Committee indicated that they had no objection to the applicants’ 
proposals for clinical trial or marketing, and in 15 cases the Committee could 
not agree to the proposals. At the end of the year further information was 
awaited on 99 submissions which had been referred back to the applicants. 
Of the remaining 100 submissions, 68 were still being considered and 32 had 
been voluntarily withdrawn by the manufacturers. 

In a memorandum which had been issued to all manufacturers and others 
proposing to develop or market drugs in the United Kingdom the Committee 
indicated that they felt that the term “new drugs” which the terms of reference 
required them to consider should have a wide interpretation. The definition 
they applied to the term included new formulations of existing drugs, drugs to be 
presented for a new purpose, and existing substances not previously used as 
drugs, covering virtually all new products introduced in the United Kingdom. 
Thus, the figures quoted above include a large proportion of products which 
were not new drugs in the sense of new chemical substances, but were new 
formulations of drugs which had already been in use, some for a considerable 
time. In deciding that new formulations ought to be subject to scrutiny the 
Committee had in mind that reformulation did occasionally introduce additional 
hazards. Experience has shown that this was justifiable and in a number of cases 
the Committee could only agree to the marketing of a new formulation after 
the manufacturers had agreed to make some modifications in it. 

The decision to bring reformulations within the scope of the Committee’s 
consideration raised a problem of some difiiculty. In some cases, although the 
substances being reformulated had been in use in medicines for a considerable 
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time, the available data on them would not have been adequate to satisfy the 
requirements the Committee now insists upon for new substances. Nevertheless 
when substances had been used for a long time without serious adverse reactions 
the Cornmittee felt that it would be unjustifiable to ask manufacturers to provide 
full toxicity information. Therefore they decided that in the case of reformu- 
lations of substances which had been on the market before 1st January, 1964 
they would normally limit their consideration to the question of the additional 
hazards which nught be introduced by the reformulation. They agreed, however, 
that this would not debar them from asking for the evidence in special cases, 
for example when the reformulation of a drug might significantly change the 
range of conditions for which it was recommended. 

The number of entirely new chemical substances included among the new 
products submitted to the Committee was 55. In such cases the Committee 
required the fullest data from the apphcants and this was often voluminous: 
a submission containing over 1,000 pages of reports, drafts and tables was not 
unusual. There was marked variation in the adequacy of the work reported and 
in the standard of presentation of the data. The secretariat made every effort 
to determine as quickly as possible deficiencies in the reporting and the points 
on which the Committee were likely to need further information. This task, 
however, was difficult when the data was badly presented and inevitably some 
delays occurred because the secretariat could not identify early enough those 
matters which needed reference back to the applicant. 

It was not only in cases of new chemical entities that the secretariat had to 
refer submissions back to the manufacturer. No matter how well presented a 
submission may be, it is usually necessary to ask the manufacturer some sup- 
plementary questions. The figure quoted above of 99 submissions on which 
further information was still required at the end of the year represents only a 
small proportion of the matters which were referred back and, in nearly every 
case some question, major or minor, had to be asked. The Committee en- 
couraged the secretariat to make the necessary contacts with applicants as 
informal as possible and there is no doubt that manufacturers have appreciated 
this personal approach. On some occasions it has involved robust, but usually 
good humoured encounters. There is no doubt that this informal attitude has 
greatly helped to ease the introduction of controls, previously entirely un- 
familiar to the United Kingdom. 

The Committee have been gratified by the readiness of manufacturers to 
co-operate with them in ensuring that no new drug is put to clinical trial, or 
released for marketing, without the Committee’s consent. In a circular which 
was sent to all doctors and dentists in the United Kingdom the Health Ministers 
undertook to inform prescribers of any cases of drugs being marketed or put 
to clinical trial without the Committee’s approval. In the one or two cases which 
had to be reported to the Ministers it has been unnecessary to make an announce- 
ment of this sort because the manufacturers concerned have readily agreed to 
stop the marketing and promotion of the drug concerned pending the Com- 
mittee’s recommendation. 

The number of formal decisions not to agree to the marketing of new drugs 
has been small and this is what would be expected with a responsible manu- 
facturing industry. Indeed these drugs would not necessarily have reached the 
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market even if the Committee had not intervened for in some cases we had the 
impression that the manufacturers concerned were seeking a second opinion 
before deciding themselves whether or not to market the drug. 

We found in practice that rejection of drugs which might otherwise have 
reached the market was only a comparatively minor part of our function to 
provide checks on the safety of new drugs. Quantitatively far more important 
was our action to persuade manufacturers to make changes in their intentions. 
In a considerable number of cases we found that whilst the evidence did not 
justify outright rejection, the drug could not be regarded as safe in the proposed 
formulation or for the proposed indications. In these cases we postponed 
decision whilst the Secretariat negotiated with the manufacturers. At this stage 
some manufacturers withdrew their submissions whilst others made the changes 
in formulation or in their claims which allowed us to approve the drugs for 
marketing. It must also be assumed that the very existence of the Committee 
has had some influence in tightening up standards. 

Adverse Reactions 

The third function of the Committee, namely evaluation of a drug after it 
has reached the market, is inevitably a less precise process than that involved 
in weighing the evidence of submissions on toxicity tests and clinical trials but 
it is of great importance for it may well be that serious hazards associated with 
the use of a drug do not appear until it has been widely used. During the year 
the Committee have continued to develop procedures for the study of adverse 
reactions. It was decided that the essential first step in the building up of a 
register of adverse reactions was to introduce a system under which any pre- 
scriber could notify with the minimum amount of trouble, a suspected adverse 
reaction. After consultation with the British Medical Association the Chairman 
wrote to every doctor and dentist in the United Kingdom to explain the help 
that they could give and enclosed a set of business reply cards to enable each 
prescriber to report any reaction which might be due to drug therapy. By the 
end of the year the notification cards (“yellow cards”) had become established 
as a simple method for prescribers to notify adverse reactions. 

Up to 100 reports were received each week on the yellow cards. These reports 
together with reports which manufacturers send to the Committee provide 
the essential alerting system but in themselves are not normally sufiicient to 
enable the Committee to issue warnings or information about drugs in use for 
the information contained in them is necessarily brief and may omit several 
factors necessary for evaluation. In the case of serious suspected adverse reactions 
which might call for action it is necessary, therefore, to have more information 
about the reported incident and a number of doctors have been appointed 
throughout the country who will help the Committee on a part-time basis by 
following up reports. 

After fuller reports about incidents have been considered, the next step is to 
attempt to determine the incidence of the adverse reactions in relation to the 
frequency with which the drug is prescribed. The cause and effect relationship 
is not always obvious and many adverse reactions inevitably go unreported. 
In these circumstances it is possible to determine the ratio of adverse reactions 
only by asking a number of doctors who have prescribed a drug about their 
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experience of it with special reference to the adverse reactions which, from the 
reports, appear to be associated with its use. This involves taking a sample of 
prescriptions written by doctors for the drugs being investigated. In the United 
Kingdom the assembly of National Health Service prescriptions for pricing 
purposes offers a unique opportunity for this sort of analysis which is not 
available anywhere else in the world and the pricing bureaux have kindly 
offered their help. In Great Britain certain procedural difficulties exist because 
prescription scripts are not at present filed in a way which allows easy identi- 
fication of particular drugs, but with the co-operation of the pricing bureaux 
the Committee are developing a satisfactory procedure. In Northern Ireland, 
however, the method of pricing National Health Service prescriptions is such 
that a prescription script for any particular drug can be identified quickly. For 
some years the Northern Ireland General Health Services Board has been using 
methods of coding and tabulating prescriptions for mechanical pricing and the 
punch card system can rapidly present the prescriptions which the Committee 
need for their investigation. The Government of Northern Ireland and the 
General Health Services Board have generously offered their co-operation and 
during the year the Committee called upon their help on several occasions. 

New drugs are often at first used in hospitals and it is at this stage that 
serious adverse reactions are likely to be noticed. Unlike the general prac- 
titioner services, however, there are no ready means of identifying prescriptions 
for any particular drug in the hospital service. After discussions with the Guild 
of Public Pharmacists, the Committee carried out a pilot scheme with a number 
of hospitals for recording prescriptions. The pilot scheme showed up some 
practical difficulties but indicated that it would be possible to monitor a limited 
list of drugs in a large number of hospitals, and at the end of the year a wider 
continuing scheme was being planned. For this purpose the Committee devised 
a “list of specially monitored drugs” which at any time will contain all the new 
substances introduced during the previous two years and a number of older 
drugs which still need special observation. Each hospital taking part in the 
scheme will be asked to record all prescriptions for groups of drugs in the list 
and this will enable the Committee to determine by sampling methods the 
frequency with which any drug on the list is prescribed and to make enquiries 
about experience in its use in hospitals. The monitoring of drugs used in radiology 
and in anaesthesia present further special problems but with the help of represen- 
tatives of the specialties concerned a scheme has been devised. 

Despite initial difficulties in monitoring the Committee was able to take action 
on a number of adverse reactions which came to their attention. At the beginning 
of the year with the help of information voluntarily provided by manufacturers 
the Committee assessed the adverse reactions which appeared to be associated 
with the monoamine oxidase inhibitor group of drugs and in February a leaflet 
was circulated to doctors advising them about the associated risks. In a number 
of other cases the Committee approached manufacturers who agreed to issue 
warnings to the profession either by means of letters to professional journals or 
in their promotional literature. 
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APPENDIX I 



Terms of reference of the Committee : — 

1. To invite from the manufacturer or other person developing or proposing 
to market a drug in the United Kingdom any reports they may think fit 
on the toxicity tests carried out on it; to consider whether any further 
tests should be made, and whether the drug should be submitted to clinical 
trials; and to convey their advice to those who submitted reports. 

2. To obtain reports of clincial trials of drugs submitted thereto. 

3. Taking into account the safety and efficacy of each drug and the purposes 
for which it is to be used, to consider whether it may be released for market- 
ing, with or without precautions or restrictions on its use; and to convey 
their advice to those who submitted reports. 

4. To give manufacturers and others concerned any general advice they 
may think fit on the matters referred to in paragraphs 1 — 3. 

5. To assemble and assess reports about adverse effects of drugs in use and 
prepare information thereon which may be brought to the notice of 
doctors and others concerned. 

6. To advise the appointing Ministers on any of the above matters. 
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APPENDIX n 



Members of the Committee and Sub-Committees 
AS AT 31st December, 1964 

Committee 

Sir Derrick Dunlop, m.d,, f.r.c.p., f.r.c.p., Ed. 

Professor A. C. Frazer, c.b.e., m.d., d.sc., Ph.D., f.r.c.p. 

Professor R. B. Hunter, m.b.e., m.b., f.r.c.p., f.r.c.p., Ed. 

Professor L. J. Witts, c.b.e., m.d., f.r.c.p. 

Professor E. F. Scowen, m.d., d.sc., f.r.c.p., f.r.c.s. 

Professor G. M. Wilson, m.d., f.r.c.p., f.r.c.p., Ed. 

Professor O. L. Wade, m.a., m.d., m.r.c.p. 

Professor W. W. Mushin, m.a., m.b., b.s., f.f.a.r.c.s. 

E. V. Kuenssberg, Esq., m.b., ch.B. Ed. 

F. Hartley, Esq., b.sc., Ph.D., f.p.s., f.r.i.c. 

T. C. Denston, Esq., B.Pharm., f.p.s., f.r.i.c. 

Sub-Committee on Toxicity 

Professor A. C. Frazer, c.b.e., m.d., d.sc., Ph.D., f.r.c.p. {Chairman)* 
Professor E. F. Scowen, m.d., d.Sc., f.r.c.p., f.r.c.s., {Deputy Chairman)* 
F. Hartley, Esq., B.Sc., Ph.D., f.p.s., f.r.i.c.* 

L. G. Goodwin, Esq., m.b., b.s., B.Pharm., B.Sc. 

Professor G. J. Cunningham, m.b.e., m.d. 

P. N. Magee, Esq., m.b., B.chir., m.r.c.s., l.r.c.p. 

T. C. Denston, Esq., B.Pharm., F.P.S., f.r.i.c.* 

Sub-Committee on Clinical Trials and Therapeutic Efficacy 

Professor R. B. Hunter, m.b.e., m.b., f.r.c.p., Ed. {Chairman)* 

Professor G. M. Wilson, m.d., f.r.c.p., f.r.c.p. Ed. {Deputy Chairman)* 
W. Linford Rees, Esq., f.r.c.p., d.p.m. 

Sir Austin Bradford Hill, c.b.e., f.r.s., Ph.D., d.Sc. 

Professor T. N. A. Jeffcoate, m.d., f.r.c.s. Ed., f.r.c.o.g. 

Professor D. R. Laurence, m.d., m.r.c.p. 

Sub-Committee on Adverse Reactions 

Professor L. J. Witts, c.b.e., m.d., f.r.c.p. {Chairman)* 

Professor O. L. Wade, m.a., m.d., m.r.c.p. {Deputy Chairman)* 

E. V. Kuenssberg, Esq., m.b., ch.B., Ed.* 

Professor D. J. Finney, m.a,, d.sc. 

K. R. Capper, Esq., Ph.D., B.Pharm., F.P.S., D.I.C. 

Professor W, W. Mushin, m.a., m.b., b.s., f.f.a.r.c.s.* 



^Denotes member of Main Committee. 
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